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Lack of unity of invention 




V 




Reasoned statement under Article 35(2) with regard to novelty 
citations and explanations supporting such statement 


inventive step or industrial applicability 


VI 


□ 


Certain documents cited 




Vll 


□ 


Certain defects in the international application 




VIII 


□ 


Certain observations on the international application 





Date of submission of the demand 

02 April 2001 (02.04.01) 


Date of completion of this report 

2 1 November 200 1 (2 1 . 1 1 .200 1 ) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 

Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



THIS PAGE BUNK (usFTo, 



INTERNATIONAL ^|^. 
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IMINARY EXAMINATION REPORT 



International application No. 

PCT/JPOO/06172 



I. With regard to the elements of the international application:" 
^ the international application as originally filed 
I I the description: 

pages 
pages 
pages 



, as originally filed 

filed with the demand 



□ 



. filed with the letter of 



the claims: 
pages 

pages 

pages 

pages 



, as originally filed 



, as amended (together with any statement under Article 19 
. , filed with the demand 



□ 



filed with the letter of 



the drawings: 
pages 

pages 

pages 



, as originally filed 

, filed with the demand 



the sequence listing part of the description: 

pages 
pages 
pages 



. , filed with the letter of 



, as originally filed 

_ . filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this AnthnHtv in th^ • w u 

I the mternaiional application was filed, unless otherwise indicated under this i^em Authority m the language m which 

Ihese elements were available or fumished to this Authority in the following language ^ ^vhich is- 

LJ the language of a translation ftjrnished for the purposes of international search (under Rule 23. 1(b)). 
LJ the language of publication of the international application (under Rule 48.3(b)). 

Hl'ssT'^' ^""^ °' international preliminao^ examination (under Rule 55.2 and/ 

h ^^S^^^^^^^^ - '"^^-^ ^PP^^-ion, the international 

^ contained in the international application in written form. 

LJ filed together with the international application in computer readable form. 

LJ furnished subsequently to this Authority in written form. 

LJ furnished subsequently to this Authority in computer readable form, 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. b y ^ aisciosure m me 

SeVflm'"h"d " ^-q"-"-- 'isting has 

The amendments have resulted in the cancellation of 

the description, pages 

□ the claims, Nos. 

□ 

the drawings, sheets/fig 



4. 



5. □ established as if (some oO the amendments had not been made, since they have been considered to eo 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c))." consioerea to go 

* t'' ''r^^ "'"T' '•^^^""^^ ""^^^ ^^"--'^ referred to 

and 70 17) °"S'"''"y fil^<' "re not annexed to this report since they do not contain amendments (Rule 70.16 

^**Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, Inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicabilit>' (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-26 



10-19, 21-23 
1-9, 20, 24-26 



1-26 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Document 1: M, Neeper et al., "Cloning and expression of 
a cell surface receptor for advanced 
glycosylation end products of proteins", J. 
Biol. Chem. (1992), Vol. 267, No. 21, pp. 
14998-15004 

Document 2: Z. Makita et. al., "Immunochemical detection 
of advanced glycosylation end products in 
vivo", J. Biol- Chem- (1992), Vol- 267, No. 
8, pp. 5133-5138 

Document 3: T. Miyata et al., "Implication of an 

increased oxidative stress in the formation 
of advanced glycation end products in 
patients with end-stage renal failure", Kindy 
Int. (1997), Vol. 51, No, 4, pp. 1170-1181 

Document 4: M. A. Hofmann et al., "RAGE mediates a novel 
proinflammatory axis: a central cell surface 
receptor for SlOO/calgranulin polypeptides". 
Cell (June 1999), Vol. 97, No. 7, pp. 889-901 

Document 5: M. Brownlee et al., "Non-enzymatic 

glycosylation and the pathogenesis of 
diabetic complications", Ann. Intern. Med. 
(1984), Vol. 101, No. 4, pp. 527-537 

Document 6: JP, 10-332693, A (Tokuyama Corp. and A&T KK) , 
18 December 1998 (18.12.98) 



Form PCT/IPEA/409 (Box V) (January 1994) 



THIS PAGE BLANK (uspto) 



INTERNATIONAL PR 



INARY EXAMINATION REPORT 



temational application No. 
t/JP 00/06172 



Claims 1-9, 20 and 24-26 

Document 1 discloses the peptide RAGE, which has a 
receptor amino acid sequence represented by SEQ ID N0:1, 
and mentions future screening of RAGE ligands. 

Document 2 discloses the preparation of an antibody 
to the epitope of AGEs and screening of ligands which bind 
to this antibody, and indicates that AGEs have important 
structural and functional roles in ageing and diabetes. 

Document 3 discloses considerable elevation of AGE 
in diabetics, and mentions that anti-AGE antibodies are 
recognized by CML and pentosidine. 

Documents 4 and 5 indicate that AGE is probably a 
causative factor in diabetes. 

Document 6 discloses an AGE antibody bound to a support . 



It was known before the priority date of the present 
application that AGE are present in large quantities in 
diabetics and that AGE have a causal association with 
diabetes, as disclosed in Documents 2 to 5; and AGE 
antibody-bound antibodies were also known, as disclosed in 
Document 6- Therefore, a person skilled in the art could 
easily conceive of using an AGE receptor with SEQ ID N0:1, 
known from Document 1 before the priority date of the 
present application in order to collect AGE as a means of 
removing AGE associated with diabetes, using the technique 
disclosed in Document 6 as a means for recovering this 
AGE, and using an AGE receptor and AGE antibody bound to a 
support . 

The inventions set forth in Claims 1-9, 20 and 24-26 
are also such as might be predicted by a person skilled in 
the art. 



Claims 10-19 and 21-23 

The inventions set forth in Claims 10-19 and 21-23 
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involve an inventive step relative to Documents 1-6. 
Documents 1-6 do not disclose "a factor for adsorbing a 
causative factor of diabetic complications, which is a 
non-biological molecule and the ligand includes an atom 
rendered cationic and is immobilized on a non-water- 
soluble support", and this could not be easily deduced by 
a person skilled in the art from Documents 1-6. 
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h U7.m^t\^xmm^^m':>T\^^^i:>VfV\t:f5i\^^thnt>nx\,^^ (Kidne 
y InternalionaK 5 1#. 1170H. 1 9 9 7^). ©^86 A G E ^ 



3 



wo 01/18060 ^ ^ ^ l^bp00A)6172 



^ 0J ^ iS f -5 86 <D S ^ © ?^ ^ 

Sdt-C. #StJ--r K:<7<>0^#. iiliaiS^Ykffijt, DNA-&fi£<DjLji, ^« 



4 



wo 01/181 




PCT/JPOO/06172 



#iHttS5l#eci"rJl-&'b#'S^^^TVi-S. ::yi'^5^>-3, RAGE (Receptor fo 

RAGE*?gfcfiigT^s^i#A ^nTVi^*^, :^^mo^^mt^\z;in^\zm.^ 



5 



wo 01/18060 P^^OO/06172 

e:r< ^ifi{c;koT. RAGEt ffiSf^ffi U -5 ^S^^-^^^HT^, 
X 75: © m W^14«^K T tiJ^i: n i: Jg ^ J: 3 o , 

— O— Sf-C35^HMG- 1 , itmTS. n-THA, SlOO /:^7;i'i^^ - ^ 'J 

e>^^fa[JL/T, EN-RAGE (ex t racel lular newly identified RAGE-binding protei 
n)tfe^^$ns (Cell, 9 7#, 8 8 9H, 1 9 9 9^). S 1 0 0 Z:;!? 

WL^xm^-^n^ S 1 0 o/;^;u^*^ -zl U >x — a--:? r s U — tuf t^n^^^ 
O^O, IIS^^#^H^«, RAGETSrfcOj^att^^l^SCl-r^^^ifJtCliSJlEffi 

:s.^mx^^%(Difi. ^w.^^^-t^f3iE\^x^m.ih^mmv. en-r 

AGE <h ^ e $ n ^ - P © K O ^ ^ ^ /L 51 -r ^ 75; <ii L T ^ 6*) f I RAGEtS: if ^ S 



6 



WOOl/lsi^ 4^ 9 PCT/JPOO/06172 



(E-Til tfe^e> tl§ J: ^t;:;S'pfc (Nature Medicine, 6 4 3H» 2 0 0 0 

T-SditdTicO, ©J&XitgiSiViC: i:dtt)3&^oT€75:. 

mfSc-t^m^hT s. ymmts o ct hRAGE^sB^^© 7 %tc:ffl^) 75^^.5 oTsy^ 

(t hRAGE:^iB^J© 1 2 %fC4B^) t ^nrViSo *fc, i»m^^#f ^ss^o®^ 
•J ;y > F t LTJl^^cRAGE^C•3ViT^l, th, ^zy. yyh. T ^ 7.f3. Eii^ ib O 

!7u-:L>-iftim^-^nx\^^^t^. mmmMmffi0(i>R.^n^o ^thtRhGEit 



7 



wo 01/18060 Pfl^POO/06172 



0^ vi^ha 



h^mmizvx 7 4%^±<o7 ^ ymmm!)^^-ox^mmx^^. ^-^^ ^mm 
^i!)^izmmf3ia(Dmmmiz-r^<Dx$>n\t. mm^^^immvx^irm275m 

-^JCi^^^T^ K^-f >Srt)-pi!>LiKOjitf ;i«i:5&^Sf Sbl^i. U-dX. B^L<it. 

t: hss2p{c:4 0 %^±(DT 5. ymmm^^\^x\,^tnt. mm^m^\zvxitm 

ftti^xii h ^mm\z^^i^±wim<r> 8 4%(t hRAGE^aiig^ h^o^ib^j 
iim.B.^0rm<D4T5. ymm.M^mm.vrcm'^)^^^ s s % (t hRAGE^iaiiis^ h 
p^-r >±mn^m\^^rzm^)u±:f)mw-^nx\^^rnt<ii^tif-mx&^o z.om^ 

\zKjiw.m^m.^i-±.\z¥^x't^z.iii}^x'^^. mm.\k\z\tm\z. RACEtc^-r^ 

tl^fllMttffi^T*^. ^^T5 yi?T?^JGK:§?n^AXiB^JtCltiHis-Tag4>GST^ 
Fc, :/n7^-r>A. ya7^<>GJ^a:*«#<fflVi^ns. *fc#S3fe^-;^"rti, 

yg^T^lBK^n-SAIIH^Uif A^tcaic-r^^JtNT. hffi9ffi*.tfe^<*:Q folding® 



8 



WOOl/lSclft PCT/JPOO/06172 



9 



wo 01/18060 W 9 W P^POO/06172 



ri^H (1) ;^ 5^ :t >'fk b fcl^T ^ ^ tr ^1 1 J 
r (2) S T ^ > ^ # d t J 
ri*K(3);^iC [I] T^^nsii.h, 

(TK^^rna^:)- (Y)a- Z [I] 
a> 1, m. n: 0, ^fcli. 1 e;±OM^. 



10 



wo 01/181 




PCT/JPOO/06172 



-hns. X7.5^;i/S, An^>*, U >Bia. :7x 



11 



wo 01/18060 lll^IPOO/06172 

^'^v-)v. ^TV-)V. =^)vyz^^}>. y 3Ly^7':^>m(Dmitmmm^^i^ 

HMG-l, S 1 0 0X-A°-:7 7 5 U-> StmT S.n^ \iAs 3 T ^ P h\ 



12 



WO01/18(V ^F PCT/JPOO/06172 

•^i^iz. RAGE^^mni^i^-v h^^mmm*^ ^MGBm^^mm tmmizf^^^-^ titz 

U ;i/ k* > I^^T # -5 d <h 7&^M * L c k* U ;i/ k > ^^ttt^Ti^ * ^ i^ig <i: U T 



13 



wo 01/18060 W FVdPOO/06172 

^tc. ^ ciirvi-5#:^S5feits, ssa.m. Mm. hmtk. u>/im, mei^ 
■5. 

T^-^-r^ t fc^fg-Cfe^c I^SftjTiJ^-^'Srffi Vi^^^fdli, U :)!j> HffillOgf 
feL< «i^Si±ffiymi:iEmW^'&:^JT^'&'r-2>^-&i:. S^^JStS: <i: LfcgB 

mim\zm.M^^i-fu\^^h. zLti'bizm^-^ti^hcD'vis.fsii^^. 

'hv. mmm'pf^mf3ia(D^mm\zvfi>\^<om.n-fymmizu^m^izit. ^ 
mm^miz^K>mmi[:-r^^ ii-^m^vi^^. 

^^m(Dmmi^^mmizm\^^^m^iz}i:im^<D:^mi!fi&^o m'bm^u:&mii 
vx\:im.^<Dssn.mm<Di^m^wf^izmmvx]isLmj'^^y^\zBib. c:ntr*fgBj<D 

i^m.t:mmizm-r:^mfA$>^o 

'A(D:^mti^m<^^ti^j^iz^mi^. Wf^mmm^izm^iii^. -ty^-ox 
®si^*sr-r^fecDx$)'5, 9!km.mmz\t'^ia.^m.i^m.m.t^:^m^6a.m.ti^ibis. 

moTy 3^v-zy7.^m\z-hmm'^mx^^. mmm\z\%. KJimmmmiEifi 
mvf^fi. m^m&h(DU3^'^t^-^\zm\'^^<Lt.%x^^, 

^mmi : k hRAGEaHia^ Kpt-r >0;^ a-- >if 
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M m 



wo 01/18(1^ W W ^ PCT/JPOO/06172 

t HWcDNA^-ry^U — ^M^fC P C R (polymerase chain reaction) 
k hRAGE©7^— — Xiaa?!! (Genebank accession No. M91211) ^Stc 4 tt^^ff- 

H >ATG(7)A*li: ) 
S (1 — 29) &r;^AS (730~ 749) 

• T8i£ii'li:/^< T-iC/^-r^-ORAGEifOti®) 
S (462—481) RtXAS (1007~ 1032) 

(±8iEtr«fBlllS^mEcoRI, TSiEfc:ttBglII<7)^»fgBeSr#JjnLfc. ) 

RAGE^iTi^Mt-r^^ie), aian Hp^-r >®T^5^^{c:i^jhn hxtga) 

4iSffM-*m^^§ci&©y;P:*^e»lHlJRUfcm> pUCl8^^:$^--Jc:^n-->i/'b, PGR 

^ !^ m ^ S2 a IS o . 

«pVL1393(pharmingen)&fflVifc. ^ — ^SO^^^EcoRItBglllT^ 

RAGE«fflis^^i^±dSts.rXT^o 2^(Dmh-it.siT\z^-rmm.mm'vmwiW:. 

• ±SiE : EcoRI/FspI(666bp) 

• -fm : FspI/BglII(384bp) 

mmi^Tzi 2 ^n-^pVL1393^i^^-W7}t ij ^ K U >7'D^-i5'-<DTMtCif Ab 
S His-Tag#A 

^ig0!I2T#e.nfcRAGE:^7X5 ]iDM^mmiZP CR^&ffVi, iBHUS^^Jl^T 
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wo 01/18060 V P^PPOO/06172 



git5|c^^lCHis-Tag^f>fljnLfe^lt^*§«ibfeo P C R ^ ^-1- ■^-Ji^M^^J 1 "Cffl 
VifcT^5tJi*iffly^-r V — ©*|±:3 H >CD8fI{c:His$:l]— Hf^U H > (CAT) CO 

• ii*!:/^^-?— : ^-r -7 — ORAGEtf'O&mor ^«S-^ (RAGE<7)iiS^3 K >A 
TGCDASrltbfe) ) 

S(462~481)S.O^AS(1007~ 1032 + (CAT) 6 + (TGA) 2 + Bglll site ) 

ufc. ssigo^m. hRAGEjaBBa^Hpt-f >(»*^if2«c©s^#T5 yg!ie 
A^o-D-x Ananas s f - 9 ^m^^tc, mmaiia©^*, 

Srfro (A* :^ • hU-:BIO INDUSTRY, 4 OH, 10^, 1-^, 19 

9 3^). 

5 : t hRAGEOmm 

^Js^4Tf§e.n;rct: hRAGEaaign H^-f >^^tj^iiSKd^e> Be<jiS'>Ai:7M 

^mmvtzo mWzit. HisTrap(amersham Pharmacia) Vife„ — gP©i|tSSU 
t hRAGEiHBia^ Hpt-r >S:limisTrap{Ci^^$-ii-T, ^ttJA-y 17 r-T^tti 
*fT*D'riC-e<Z)**:^J ^A<£^fls:LTk hRAGEj^-&a*|s:<h LT^t/b. t hRAGEj^ 
-&fi^Of^-&S«. J^ma^B C A:/Dt-< >T^y-fe-r h (pierce) TiBS^L 
feJ^;^, *tl2. 2 6mg/g-^;H?fe-:?^c (©«# 1 ). 

^i5©f^J^{CJd:, (Journal of Biological Chemistry, 1 5#, 2 6 

7 (8)^, 5 133M, 1 9 9 2^)^^mizvrz. t^mmiz^iy&M^j^yt. 

^ l^T--fe*A (v-^ X') ^^S&Vi, ifffiffilC{iit^IfimT;Uy5 >(B S A)^^)ln~ 
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wo 01/181 




PCT/JPOO/06172 



aiHaX^ sue St^y^^-Kta^^^SlT^^D hn-;W, 4 8 

tlfetn:ifa.?tS:HiTrap ProteinG:^ ^ A (amersham pharmacia)"?!^^^^. #5>tl 
^cin[#:H, B S Ai:^i^^^:^<i:S^Sb;^c5:V^*^ A G E <t B S A t li^JT^Ufco tit 
oT, ^1 Ota SAGE 2: iSmt" -5 ili:*5S^Snfc. 

^m^mi^^fz, mmiti^m^^mme-vmiotiitAGBitB s a?& i o ^ g/m 

mm 6 T# e)nfeAG E-fkB S A^It^ V^T. AGE-fkBSAlO^ g/m 1 ORJf 

^ 1 u/m 1 1 Lfc. mmm2 5 w 1 , «a^-y->y;i'2 5 ^ i , 

i^i$f-'\£mmmi^iti ^y^)v)'T^Kf^m. f^^-^-^wmvTco m^m^^uTtz^ 

• liS*(n=6) :3.92±1.27U/m 1 

A G E ^ M * ^ life b T V i S H 1 5&« ^i- o . 

^M«SJ8 : ia^RZJtb hRAGEOH^fk 

N-k K n^i/Xi? 5 FXX7^;1'»^ l O MT<7)S$ ©X^— it— b 
T^Xbfc7 5tfP — xyjl^- : T7^y;H 0 (Bio-Rad) Im 1 tC^JI^si 7 T # 6 
n;/t>l^'J i7 n — :J-Jl/ta#: l. 42mgS0.1MHEPES-Na OHigifJR 

(pH7. 5) imnzmmvftmm^ija^. 4x:'v~^n>^<r)tmi^vrz. 

IMJL^ y —JIT s.>-m.M iv>li8 . 0) 0. 1 m 1 ^Jjn;^T. ^jfiT 1 . 5 
I^FBlSliSS-B:» *SjSON- t K o^i^X:^ S Hx;:^x;P»?£:^^^b Lit 

^, "?-n-€^nO. 5MON a C 1 *#trO. 1 Mi^lK-N aOH(pH4. 0)1 
mlRtJfO. 1 MK®!-N a OH (pH 9 . 0 ) 1 m 1 3 lel«t^ 



17 



wo 01/18060 fI^II^OO/06172 

*?J1. 3 1 mg/g-y;KD^#:7&«H^<fc$nfc(©«#:2). 

^^LT^AbfeT^-f y*;H O Im l ^fcDOSfC^LT. 
^lifi^SJ 5T#e»tlfc*ilMb hRAGE^ 1 . 7 1mgfflVifc. B^<b»«@^'fk^?l3? 

$nfc(©«<*:3). 

5 Oa»it<DjS^^^ (4 6fi«lt(D7t?UX^l/>t4S«lt03j?U:/Otfl^> 

(om^rn) t 5 oasitoa^^j- (/j?'j:/ntfi/» a:3&^e»?5:§*s4#fiF4 e e 

1 2 6 0 |2«t<DrS^M1t^iilili : 2 . 6 .^<^^ : 16) ^, 5 

0 g(DN-^5^u — )l-a--if n nT-fe hT5H, 40 0g®-hn^>-t:*>, 
4 0 0 go 9 8 0. 8 5 g ©/t^3j^;i/AT;i'7^t KOii-&j^M<i: 2 OTC 

s. \^ 7.^u>mm isxr amp s t mm tv^-To ) ^ntc, 

9 -V'^^tlTc AMP S ti^iHI$:$^fc:7KT<fc<^#L> AMP S t Sli^l 
(ftl*aS+B^T) 0 . 5gSr#fc, ^ig^RJ 5 T#?>nfet: hRAGEfe-5Vi«||J£^^il 

mi. 2 8 m g/ 5 m 1 Vi«t hRAGEi^^ 1 . 0 8mg/8ml(3^ViT, 

^>«rAMP s tmmo. 5 s^um'^p^x 3 7x:x'2mm^^< omtoi^uf)^ 

8 2mg/g-aS*ll©tn:«:*^@Jt'fbT^fe(®«#4)o h hKhGEm^itmmxit 
1. 1 8mg/g-SI||l©t KRAGE;&tgg^^bT#fc(®«P#5). #>«r (DS^g^bfil 
m^tO. 1 MX^ y-;i/T5 >--^^ (pH8. 0) Smlt'^i^LT. ^iST 

-€-n-€^no. 5 M©N a C 1 S-^tf 0 . 1 MI^®? - N a O H ( p H 4 . 0 ) 1 m 1 
RD^O. lM^®?-NaOH(pH9. 0 ) Im 1 T?3^St3 3 [slt^c#b. g^lC'J 
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wo 01/1 




PCT/JPOO/06172 



nno. imm(D^h-^>\£'-x(.'M±mmm. "^rh/i-;i/"AL-o di 2 
;i<D8if^Sr 1 1112 o^)-Fra. 4^mKimv. ^7K7K^^vp^^;1'*;1'A7 5 

iCS^-r^^ Mi->t:*-XS:#fe(®«{*:6). 

(4^ MJ->t: — X)- C ONH- (CH 2) 6 -NH 2 [D] 

*is«3j 1 1 ^mcoAh- 0 1 (%jtss 1 . 0 g)\zMLx. mc<. v' 

>'7^^;i/5}s;i^AT5 H t^^{Cgtfe$-tir:tH-X^ 1 5 g04 , 4' -i^y^u^ 
)V?t^^>>>^ V'>T^- hSr^M^itfc 1 'J h ;KD v?^ 5^;i.7}N;kA T 5 hMC^ 

f^^ffv^, ;ioi5fe^^ 3 ifliliOjiU*Sf&4, 4' ->^7i-;Up<^>v< v-> 
TK^Silb. $e>lCO. 1 M©7Km'^b:^ h 'J'i7A^IKi:^J^L;9:3&56,^iaT2 0 
frVi. iBimiw 8 CCOTfcf -C2 o^i-F^gi±#L, ^^(Dfiljg^^wrs^ h■t^>tf 
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wo 01/18060 nVn>00/06172 

h1f >k'-X)- CONH- C .6H4-CH2-C6H4-NH2 

[in] 

$e.{c:, -t;^□-7.b*-X(-tr;^^:7T<>GCL-2oocc : ^mmm i . 

dOtf-XS: 1 5 g04. 4' -5^:7x — ;P;*:$'>>?-1' V->T^— h 

7Kife^4|HlfTlri» . >^pt5^;i'3j%;i'AT5 K^7K<i:g^L> S & {C 0 . 1 MO^iKK 
itTh h U •:7Ai§«?i:a*i^L;5:7&^^^ST2 0 ^m^m^it^ V z^T ^- h»^£ 1 



(-feJUD-X tf — X) - CONH - C 6H4-CH2-C6H4-NH2 



[IV] 

miz^. mmm 1 1 ismoAL - o i (i£«iss i . o s)izMvx. mu<. 

S:>^;J^5^;^7}^;^AT5 Hi:^^JCM*fe$ii-fek*-XSr 1 5 g(D4. 4' - t* >' x 
^f^^&ffVi. ::©i!fe#$ 3tilti0ilL7|cSJi&4. 4* - If 7 i — ;p>f * - ;p 



20 



PCT/JPOO/06172 



(^h-ti->t*-X)-CO-C 6H4-C6H4-NH2 [V] 
mmms. lO. l lT#e.nfcKlP#:, rut, rfirigO®^#:^^^T, 

AG E^mmm^n-orzo m^y}^y)i<Dm^itit\!$Li^mx-^mi^i o o u \ $>rz 

0> 1J->y;K^2i£^J 6 TffSnfeAGE^bB SA«Sr 1 0 jtt g/m 1 -^tf 0. 

5 %B s A- u >mmmm)^9 o o u \ jp^fc. j^^K^taijioJ^'e-tt, amp 
s tmm<Dnmmm'^s o ixs^itK>. ij->y;p* im i mxtc, z ix^om^P 

Sg4'T2l^r«^J0o < Omii^Vfc, Z<DKJ^^m^ 3 O O O r pmT5:^i•FB1it>i:^^ 

•^Om. Tl3itO®*<it:i:LT. :<7#:t>'|4a#{C«> TSK-gel QAE-TOYOPEARL 
S. y±)l.ny T-^ X^yVm : l D^fflVifc. AGE {-i^ftI'l±=&Jto;tr 



AGE®«<$: 
RAGE@^ibt*-X 1 ) 

^i^m^4t f-x(®«flE 2 ) 

RAGEHJtYk tf-X (K^^*: 3 ) 



AG E®«^a) 
5 4. 2 

6 8. 3 
5 2. 1 
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wo 01/18060 W PlPKPOO/06172 



RAGES^-fbaiilKK^^: 5) : 5 1. 8 

MJ->k*-X(®«#:6) : 4 5. 5 

3fc«^h-tJ->tf-X(®*<*:7) : 6 5. 7 

^m-t)iu—7.}d-xmmi^8): 51. 7 

h-y->lf-X(®:»#:9 ) : 5 0. 9 

tl^:t>i±\f-Xi^mi^l 0) : 9 0. 6 

SJSiJl4TS >H^'fkb*-X(®af«: 1 1) : 7 0. 5 



miS««J8-C^fflU^cT:7^ >r;H 0 ^ 1 UJi^ ^ - )VT ^ > -m.^ (pHS. 
0) 0. 1 m 1 <£:iJnAT, MUl^ 1 . 5 B#FB^;RJS$it> N - t: H □ =^ '>:^ ^ -> > 
5 KxX5^;i/»S:^«<bb^cafls:(®^#: 1 2 ) tllifi^y 9 Tf^^L/S: AM P S 

tmmi^mi^ 1 3)?£ffiViT*ig^j i i ^mmo^rnvF-vAGEizn-r^^mnm 

Srfrofco 1 2 lC:fBifc$n^®«*i^d^ A G E U T-T* 

^ B S AfC^fc^-r^MjfPi^T^^^y&^'fe^^tlfcCV^C: <i: ^Jt^T ^ fc 86 fC, TSK-ge 
1 AF-Blue TOYOPEARL 650M(^y — : 1 4 ) A G E ©^14tE 

AGE®^^(S;) 

• AMP S t 1 3) : 5. 3 

• B S A^fni4fi«:(^J£«a| 1 4) : 2 0. 5 

i^^Ji. AGE{c:^*-rsS*3^imfo14&^$;5:j&^ofc. »K^-&#f3eEg^{::*r 
bTltS6*)55:^^i±&lt"^'J :^?> HS:H^^fc-r5Z:<i:(::J:0, AGEtr*rbT# 
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WOOl/lsfliP W WW PCT/JPOO/06172 

AGE!aiP^S^<£fTofc. CldTH, ||iS^J6T#e>nfcAGE^bB S Al;i^U 

3&^5gfflUfc. :t-y>:^J^A{CRAGEjS-&y;p«r 3m 1 ^J^b. lOmlOPB 
S Ti5fe# b:rc. J^imSHtaj 6 T#5nfcAGE^bB SA«r30mg/lml ^JJD 

V. 5 Om 1 ©p B S'eRAGE#jg-&14AGE>fbB s Aifel^5feb:fc. 0. 1 

M ^Vz^>mmmm^^(.Vii2. 0)<&lJP;^Tj^'&UfeAGE'fbB S A^&miRU 
fe. lHliRb;rcAGE<bB S A^ 1 M > U (p H 9 . 0 ) ^ JH ;^ T 4^ 

iBilt. PBStc:T^:5!j>S*fbTe6*I^:-r^RAGEig^1iAGESr#fc. BCA^n 
>7^y-fe'1'=^';/ Kpierce)T?JBI^L/fcJ^^. mm\tm4. 7 1mg/ml-e 

0 0 M 1 $>:fcO. •y->:/;KRAGEi^-&ttAG 10m g/m 1 #tPO. 

5 %B S A - U >fStmmm)^9 O O n l UnAfc. ?^Jbt*5m«l<C>J^-&l3:> AMP 

s tmm(D^mmmi!5 0 It e$>rzKi. •y->:/;us: im i jjq^^s:. 3 7'co5jp?iP 

§gif T 2l^raJ0-p < OJgt^l^fe. CroS;iSM<&3 0 0 0 r pmT? 5:a'K^^L^^)• 
|||bT®^#:<£^tl^$-&> imtt'OAGESeilM^^O 7 tClBm U ;^^fe^^6<Jiil^ 

H3BROgft^<!|ci:UT«. *5^:t>'l4m#^fC«. TSK-gel QAE-TOYOPEARL 650M 

•tJWP"7T-r >(fF^«:/yS[ : 1 AGE fC3^?Ptt«:itO:^5^:t 
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wo 01/18060 



00/06172 



RAGES^-fbt'-X 1) 
RAGE@3t<kt*-X(®«#3) 

BS:M-fe;Wn-Xb*-X(®^^|s:8) : 

:^5^:^>'tik*-X(®*#: 1 0) : 
SJiSi^TS >@^'fbb-X(©«^4c 1 1) : 



7 1.7 
7 8. 3 

7 4. 7 
6 7. 9 

6 1.0 

4 7.4 

6 5. 9 

5 3. 3 
5 1.8 
9 9. 2 

7 1.2 



^•aefeM t:-X{::ot/iX'b^$fffj:!^fai4^^bfc. mmn^l-^l 1 liRAGESK^tt 
A G E {CO .k D ^»75:^|n'l4-C^ o fc <i:mx. -5 . 
it^mS : V&mii^O AG Bi^^um 4 

it^m 1 T#e>nfe®«#: 12-14 ^m^^xit$gtm2 iimmoymv^-vRkGEm 
AGEo^^ijT-T^^B s AizM-r^mnai^'vmmm7f)^tE:^^nu^^zi:^ 

mm-t^tziblZ. TSK-gel AF-Blue TOYOPEARL 650M(mv- ; 1 4)$:ffiVi 

ii © RAGEi^ -^tt A G E K ^ tE @l . 

AGEER«^a) 

' ^m^tmm\i-x(mm^i 2) : s. i 

• AMP S t 1 3) : 4. 9 

' BSAmnaiimi^immmi 4) : is. 9 
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